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(54) SUBSTANCE YM-1 75201 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound 
YM-1 75201 (or its salt), which has a cytotoxic activity 
based on a TGF-p-like action, and is useful as a 
medicine such as antitumor agent, is obtained by 
culturing a new species of microorganism belonging to 
the genus Diheterospora. 

SOLUTION: The compound (or its salt) shown by the 
formula, which has a cytotoxic acivity based on a TGF-p- 
like action, and is useful as a medicine such as antitumor 
agent for breast and colorectal cancers, is obtained by 
culturing a new species of microorganism belonging to 
the genus Diheterospora which is productive of the 
compound (or its salt) [e.g. Diheterospora 
chlamydosporia strain Q58044 (FERM P-16478)], 
extracting product(s) from the culture, followed by purification. 
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Tie*; (i) 




•C/T^WYM- 1 7 5 2 0 1 
[89*312] YM- 1 7 5 2 0 lfeRSfctt-tflxeSr^ 

ltt*«3] ttm^J-cfo^fS*«2!e«cDE^ <> 

[0 0 0 1] 

*»WttTGF-0«flMIJ«: 

[0 0 0 2] 

m&<D&ffi] TGF-fittlBJiaoit«[t:iRaiLA*o» 



5 (Cell^63#: 245-247H, 1990^) o SbKl, M^M 
g&b<DMm\Z1^Xh£ i 8tWL&ZtlX^Z>[Zr. Med. 
J., 296, 1621-1624(1988), Br. J. Cancer, 61, 612- 
617(1990) > Br. J. Cancer, 69, 1006-1009(1994), J. C 
ELL. PHYSIOL., 172, 1-11(1997), Growth-Factors. 199 
2; 7(3): 207-13, J-Biol-Chem. 1997 Feb 14; 272(7): 
3967-72, Nature. 1992 Nov 26; 360(6402): 361-4] 0 
4fc, TGF-jSWtt, n*OMlM\Z3S^ 
SJBHH^ (tumor suppressir gene) t LTfM3i*<5 <b 
§£;h/0*S [International J. Hematology, 65, 97-1 
04(1997)] o &oT, TGF-S«^MSrtt8*K 

[0 0 0 3] 

l%Wi>m»:Ll:i k-tzmi\ *W3UtttTGF-0« 

[0 0 0 4] 

T G F - 0 IRfWB z%irzyowzm>ki- z> mt> 
bTie^; (i) wti:i:MLM^L 

fc e 1-ftfr*>, #$8Wf*, ®TI5^ ( I ) 
[0 0 0 5] 




t O O O 6 ] -Ctt: YM— 1 7 520 1 4*7 Til 13- 

<Z)ym — 1 7 6 2 O 1 Sfe'ET* ^if^t^rODlliSr-S-^r-ira EsSS 

o 

[ O O O 7 ] 



( I ) 



fS^YlVI — 1 7 5 2 O 1 O^O^ti-X^ i?^a^7K9W (Dl 
hoterospora) i^m^T & £3 H#4£>W3=.ffiBS SrSfcSSJ^itiJlC-C 
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T^t^lMl ^^V^ d ^ *K 9 <? *7 % K^itKyT (Diheterosp 
ora chlamydosporia) Q 5 8 O 4 4^S:^lf6 r i: ^"C 

loo os] i. &-mm ±& t c *3 1-?- <s mm 

(1) U--f b • 7^ K^#£3£5^m±te 
2 4t. 1 4 0 fH]£Oi*f^-^=» OS — f±lBC^ 4 O mml:^ 

( 3 ) yr-<y^ ^^cJ^Ufi 

2 4t. 1 4 0fWO^-C3O^Hir^4 6mmi:/j: 

as -5 ic^r-So 

(4) -y^a— SSE^cJs&ifc 

2 4*C, 1 4 0IH]cr)10^-C3i3= — {"£ UQ1?£& 2 4 mm(C^ 

[ O O O 9 1 2 . 413313* #jt*fe£S 
4zWm&' : 1 5 — 3 2 c ^C«^>«SS£ffl-CdlH.'W *2riS 3i W?U£E 
(3: 2 O — 2 5 t-OSb 

3 . ftgftB6«rt91tfc 

( i ) ^ 7- o gu$>3^y- 

^5, *<7?^&^lil O — 2 O x l — i. 5 v m "C 2> 
„ ^v^^ 2 — 4 XI. 5 — 2 Mm. m*WJK3. l!fi£fc7f*5^V> 
( 2 ) ^ I- ^ o ^^>dll^- 

l O O 1 O ] 4^_tOBe^fc6*Jt?feST*>^. Q 5 8 O 4 4 *5fc<0 



■^-cj^zK^ ^^51 K^>Ky 7 (Dihetorospora chlamy 
dosporia) C0F£iS& i^t^— £fc ^^co+Jfe^^nFflBcO 

• G. L. Barron and H. S. OnioniJSf ; Canadian Journal 
of Botany, Sf*44^. 861-869j*C, 1966^58^T 

• W. GaiDs^SF ; Cephalosporium-artige Schimmalpilze < 
Hyphoraycetes), 190£€, G. Fischer, Stuttgart, 1971^ 

"C{-^/< — ^ K^xK!i !>A (Verticilli 

urn chlamydosporium) i&^ilS i fc$)<5* s (W. Gam 
; Cephalosporiura-artigo Schimmalpilze (Hyphomyc 
etes), 190M, G. Fischer, Stuttgart, 1971^%^) 

. z£9&m&&r±-cs^^ o^tk^ <? k K^JtKyT- (Di 

heterospora chlainydospor i a) U-"/tl u ti£-o~C. ^ 

W&c & cj ^ zK 5> K^xKy T (Diheterosp 

ora chlamydosporia) Q 5 8 O 4 4 il-fo^, ^C*5v 
^BS^f^:^^^- ci j^tK^ ^5*5 K^^yr (Dihetero 
spora chlamydosporia) £ U"C 013!|g©feW^^^>nic)fc313Sg 

•^■cij^tK^ ^ ^ ^ K^^y T (Dihetorospora chlamy 
dosporia) Q 5 8 O 4 4 f"±. 5c^t5^ ^ 2>Wffi ^ ^X7^l^^.«5 

^" cz ^ ^ X *tf U7 Q58044 t^^S 

c — ^ N D — = — ^ . D — ^ ^ ^ h — ^ . 3^ a — if 

cj — ^ , ^ ^ h — /i^, l — a y — ^ . 5* ^7 > — ^ 
> o — H — -j- ^s — ^ > y tr^j- — ^ 5? ^ 
1 ^ D — 5t/^^ I J^. . -^yt- I |- u-^> ci — jx. 
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<^*>« i£>:tf ic *s c -c mm tsrL<z> 0 c-c 

(OOl 2] J^^a^fc U-Ci-*^^6*3^fe^"F"Ciaafe"t-'& 
^^ia-C^*?*T,«>o ««!J©pHll^4. 5 — 8. 5 „ iff 

. m^cosp^^^iir^u^-c^ a 0 f*u i-x«*%« com 

•fir a* #f ^v^-tHa^ 7^^ftSfc^frH-r <e> t t=: «t 9 

xao— 2, y>r -^^3j*yWP - 2 O, ^-f -V-f ai-^C 
HP — 2 O > Xliy^l'-l'JJ-^SP-Q O 0<Z)J;5/£^ 

* & s — s — r-t h>-, & s — 7*-te 
h = h y /v<S¥coHh ir ^c^ira^ra^fflv^a&'fcto'Er^- 

I o o 1 3 J — l 7 5 2 O 1 «3«Tf±> 6$ i: 

n-s. ^fe ^^e^jtdf^^ivi— x 7 e 2 o 1 *&2XcozK*o 

4*. 4^f«#St/aC^D4fe. S:^,at^«=&r^^^j^5»iciS-^5< 3i 



— 1 7 5 2 o 1 ^wtci^j^ia^^&^-rsta^^*? t? . 
[001 e] Spa:4oyt«)««£»flfi5t1toii, SS^J^tw 

j; e> tew&jm, -ttvAm, m^j, ^-*s=^u. i^rasr^w 

y v^w<— - h s o (pmia^fe) «**s;fe<s 0 ^ ^> /^m/ii 
<te»t^. ^ <blc**9fHfc:2W. B^WS^J. ?iatra?pj. 9L<WJ. ^>l» 

ffit5^ i: S. 
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itz&m&m LTt>J:t\ -*jmitx±m h. u-ci*. \&y&m.m 

y f^/vfa y k >- (pvp) . jc^-w^i/y =j — 

(PEG) 4?C07K«St^?a5^>^. ^j\,zrL>&- 
yUr/v^ci — ?<*Z7 -5> \" — h (IIPMCP) , * & T & V s\s 

^ :r ^ y yum^nxoi* K5^7 h l 

^:i«^>^) i com <&i>m<& & m^z-ir z>xr i-r ^t^^> 

5ifi£C«!K-C»& c * &i&cr>mmttm cofcm I j , 
*fifS9 £>. EiSi^-r — -^-/W 157—159 (1 9 8 3) Zfc. 

tHWJ ib . V7 ht'l' ^i^^tk, 7 8 — 8 2 ] (1988 
Z> (^BAHS 5 6 — 4 9 3 1 4^-, FR2460667^- 

coo 1 8 ] 

SQiifctfiJ 1 

— 1 O s > ^ h^^-9 L 20 g, ^y h 

1 L Sr^Oflrfltfi ( p W 7 . O) 5:1 O O m 1 5 O O 

m i ^co-^^e-w-^ J*. = lC:*>t£U. 1 2 Ot-C2 

4 4«ii£rHi^ICt->-C«5^S 2 4 2 O OlEKE/^ro 

^"C3 Brat 5««L, ffilJ?S«^i: Lfe, tfclC^Ov 
=i — 2 O s > h — ^ 3 O s > f — >- s: — yn 



=> — — ^ y i o « „ zKy^^ h^3 

8 . N a C 1 3 e > 3K«&yK 1 L Sr^-Om±til ( p I-I S . O 
) «r 1 O O m 1 5 O O m 1 = « ^ ^ =» IC^>fc£ 

i 2 ot-c2 o^>RRi«iauyto ^ cotfti&izLmws.mm 

«f«iS:2m 2 4t. 2 0 0[eHE/^^ 

i*f56^3 y h yHwOV>"CG000 rpm"C 1 O ^fffliS'L^fWI 

^ pp^>»VA-> iS'/ — (3 0 : 1) -C^SRfl 

J\ ^ ci b ^ — tw^U^aa J^/UA — > ^ y — ^ 

(1:1) -C^W fS-t^1SI^>Sr«*l3 Urt.o ^^fd. OD 
S-HPLC (PEGASIL 0DS^7 ^ ; Senshu-Pak, 20 1. d. ( 
250 mm) 6 & * & S — /VTK^T^tti LrfS 

t*«r^ U7t f— ^ Sr^Ift-r5VC, YM— 1 75 20 1 

I o o i 9 1 &&m^vz<7i4tom<t&&Di*w: 

JiBB<^)^^te-C*Tfltfci. m^^SLT^mHH Uyt, YM— 1 7 5 2 O 
: 74-76^ 

^^ :U ¥ 5 -30.3° (c 0. 19, ^^y-yu) 
fttt : C 28 H 42 N 4 0 6 

^^^FAB-v^^^^ h7A: Found 531.3188 (M+ 
H) + , Calcd 531.3183 

mft^Wm*^? V 7 A : ( X max Me0H nn ) ( i ) 203 

(10,900), 233 (sh,2,000) 
ifrWM*^? YyJ*: (vraax(KBr) cm -1 3400, 330 
0, 1680, 1670, 1660,1620, 1520 
X H NMR*^ Y7J* : ^1 $*6Ht LT^Lfc 0 

±EW«lft¥S!)ttiR^?)YM- 1 7 5 2 0 l^lK^T 

[0 0 2 0] 
[^2] 



-5- 




r 




Phe 



Pro 



Add 



No. 




1 


1^5.6 


2 


58.8 


3 


23.6 


4 


26.5 


NH 




V 


172.8 


T 


53.4 


3' 


35.8 


4' 


137.0 


5\ 9' 


129.0 


B\ 8' 


128.6 


7" 


126.7 


NH 




1" 


171.9 


2" 


57.8 


3" 


24.7 


4" 


25.0 


5" 


47.0 


1" 


174.4 


2"> 


54.4 


3"' 


28.8 


^»»» 


29.1 


5 m 


25.2 


6"' 


25.2 


7"' 


33.1 


8"' 


76.1 




70.9 


10"' 


19.5 


NH 





At 



1.76 
1.33 
5.99 



W 

a 



5.15 (dt, J=5.5, 10.0) 



7.19 (d, J=7.0) 
7.50 (d, J=10.0) 



<dd, J=2.0, 8.0) 
(i 



4.65 

1.76 (m), 2.32 (m) 
2.16 (m) 

3.21 (dt, J=7.5, 10.0), 3.85 (ddd, J=4.5, 8.0, 10.0) 



4.18 (dt, J=7.5, 10.0) 
1.63 (m), 1.82 (m) 
1.29 (m), 1.39 (m) 
1.38* (m) 

1.38 (m), 1.48* (m) 
1.38 (m), 1.48 (m) 
3.32 (m) 

3.59 (dq, J=6.0, 6.5) 

1.19 (d, J=3.0) 
7.11 (d, J=10.0) 



[0 0 2 2] **0|B-^tt£)lT^ii9t?*>5 0 
Aib : a-T^-fy^f 5y^8( (-aminoisobutyric 
acid) 

Phe : 7x^/U77-> / 
Pro : Zfn ]) y 

Add : 2-T^/-8, 9 - 9 J fc K p *r 9 s*r* J << y ? 
§£(2-amino-8, 9-dihydroxydecanoic acid) 



[0023] %mm 2 

TGF-0«flsffl«HE» 

S.**JfflUfc^^ y- = V^*Sr«*Lfc 0 TG F- 0 

yyfl&ttftS^-i (pai-1) (D3saj»§|*iBrStt 

£^ V^W±&MS (Mv 1 Lu) (Journal of Biolo 
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gical Chemistry^262#: 17467-17414H, 1987^) (DP 

— V&B^-* F7^7x^*>3 VLfc (Analytical 
Biochemistry$216^: 276-284H, 1994^) 0 ±!2$B!&£r 
Awt* ^**raapUfci#^»6>tLS*36ft«rTG 

^AP^i^fCo RWIHC* YM- 1 7 5 2 0 1W0. 9 
8mM-1. OmMO»«-e*3tftSr*i*D5*fc 0 

jififfilffittll, MTTffi (Journal of Inununologica 



mK#^^[KJ£35:i — 5 — 7— 703 



1 Methods 61-69H, 1988^) Jrffl^tfflSL 

fee ^COfeS, YM- 1 7 5 2 0 IttWttS >?B±.Bl 

mmcML. i c 5 o«fc*jv^«jxfciwa«»sttSr 

[0 0 2 4] 

SAB (breast cancer^) , *fctt?H{t;S*a* (col 
orectal cancer^) fc*H-SJ0Rl*) t LTWffi-Cfc 

So 
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